5 3.90-4.00 min, held at 95% H 2 O-5% MeCN, flow rate reduced to 2.5 mL min -1 .
Chiral High Performance Liquid Chromatography Analytical Methods
Method 2 : Chiralpak® IA (Daicel Ltd.) column (4.6 mm x 25 mm), flow rate 1.5 mL min-1 10 eluting with a mixture of EtOH:DCM:isohexane (10:18:72) + 0.2% diethylamine, UV detection at 254 nm.
H NMR Spectroscopy
1 H NMR spectra were acquired on a Bruker Avance III spectrometer at 400 MHz using To a solution of 2-methyl-2-(thien-3-yl)ethanol (3.40 g, 23.9 mmol) in DCM (40 mL) at RT was added a solution of NBS (4.26 g, 23.9 mmol) in AcOH (130 mL). After 15 min at RT the reaction mixture was evaporated in vacuo and the residue was partitioned between Et 2 O S5 (200 mL) and sat aq NaHCO 3 (100 mL). The organic layer was separated, dried (Na 2 SO 4 ) and evaporated in vacuo. The residue thus obtained was purified by flash column chromatography (SiO 2 , 120 g, 0-10% EtOAc in isohexanes, gradient elution) to afford the title compound as a colourless oil (3.71 g, 86% pure by 1 H NMR, 60% yield); 1 H NMR δ: 7.53 (dd, 5 J = 5.8, 0.6 Hz, 1H), 6.98 (d, J = 5.8 Hz, 1H), 4.73 (t, J = 5.4 Hz, 1H), 3.51-3.38 (m, 2H), 2.98-2.90 (m, 1H), 1.13 (d, J = 7.0 Hz, 3H) . Major impurity present in 1 H NMR is unreacted starting material (14 wt%).
(2-(2-Bromothien-3-yl)propoxy)(tert-butyl)dimethylsilane (10). 
S7
yl)phenyl)carbamate (1.97 g, 6.18 mmol) and Pd(PPh 3 ) 4 (298 mg, 0.258 mmol) in 1,4-dioxane (25 mL) was added aq Na 2 CO 3 (2.0 M, 7.7 mL). The resulting mixture was degassed with nitrogen and heated at 95 °C for 1 h. The mixture was cooled to RT, poured into water (100 mL) and extracted with EtOAc (50 mL). The organic layer was retained and the aq 5 phase re-extracted with EtOAc (50 mL). The combined organic extracts were washed with water (2 x 20 mL) and then dried and evaporated in vacuo. The residue thus obtained was purified by flash column chromatography (SiO 2 , 120 g, 0-10% Et 2 O in isohexanes, gradient elution) to afford the title compound as a colourless gum (2.10 g, 76% yield); R t 3.40 min To a solution of ethyl 5-(2-((tert-butoxycarbonyl)amino)phenyl)4--(1-hydroxypropan-2-10 yl)thiophene-2-carboxylate (1.50 g, 3.70 mmol) and triphenylphosphine (1.94 g, 7.40 mmol) in toluene (40 mL) at 0 °C was added DIAD (1.44 mL, 7.40 mmol) dropwise. The reaction mixture was warmed to RT, and then heated at reflux for 1 h. After cooling to RT, the mixture was treated with TFA (20.0 mL, 261 mmol) and left to stand for 30 min. 
1-Methyl-2-(thien-3-yl)ethanol (32).
1. DMP
MeMgI S S OH OH

Me
15
To a solution of 2-(thien-3-yl)ethanol (3.60 g, 28.1 mmol) in DCM (100 mL) was added DMP (11.9 g, 28.1 mmol) and the mixture stirred at RT for 18 h. The reaction mixture was washed sequentially with aq Na 2 S 2 O 3 (10% w/v, 100 mL) and with sat aq NaHCO 3 (100 mL) and then dried (Na 2 SO 4 ) and evaporated in vacuo. The crude aldehyde (3.10 g) so obtained was taken 
To a solution of iPrMgCl.LiCl (1.3 M in THF, 51.5 mL) at RT was added 3-bromothiophene (6.05 mL, 63.8 mmol) and the mixture maintained at RT for 30 min, then cooled to -25 °C and treated with CuI (0.243 g, 1.28 mmol) followed by a solution of (R)-2-methyloxirane (3.80 mL, 54.2 mmol) in THF (20 mL). The resulting mixture was allowed to warm to RT and after 18 h 20 it was cooled 0 °C, carefully quenched with sat aq NH 4 Cl solution (100 mL) and then diluted with EtOAc (100 mL). The organic layer was separated and retained and the aqueous phase was extracted with EtOAc (100 mL). The combined organic extracts were washed with brine 
